Dear Editor,
In their publication in Pharmacoeconomics Open, Akpinar et al. [1] reported the results of their review of methods for forecasting drug prices for economic evaluations. This was an interesting article, and I agreed with most of the conclusions. However, I disagree that prices forecast using the price of a close substitute on the same market may be more reliable. This conclusion may be biased because of market-specific aspects that were not incorporated in the study.
Akpinar et al. [1] obtained the actual (post-launch) prices from official sources in the USA or Canada. However, some of the economic analyses were conducted for different markets. The mechanisms for controlling prices differ between markets, and neglecting to account for these differences may introduce bias. Hence, the forecasting efficiency ([A -E]/E index proposed by Akpinar et al. [1] , where A is the actual and E is the expected or forecast price of a drug) should be calculated using current prices in the same market for economic evaluation. The updated information for economic evaluations conducted outside of the USA and Canada [2, 3] are presented in Table 1 . Although the general conclusions did not change (there is still no trend), the forecasting efficiency did change drastically when market-related aspects were incorporated. Additionally, there is no advantage to the forecasting method that utilizes the price of a close substitute, i.e. the average absolute value of the (A -E)/E index for a method based on a close substitute and others equalled-after correction-84 and 45%, respectively. Those values in the study of Akpinar et al. [1] were 68 and 80%, respectively, indicating slightly better performance of the method using the price of a close substitute. That conclusion no longer holds true after the adjustment.
Additionally, the study touched on the conclusion that the generalizability of economic evaluations may be limited, i.e. the cost effectiveness of a drug in a specific market may not translate well to other markets, especially when the economic evaluation is based on forecast prices. Caution is always recommended when accepting a cost-effectiveness ratio based on forecast prices. Perhaps the best way to minimize the risk of misinterpreting the results of an economic evaluation and to limit the forecast price impact is to show a 'threshold price' as an endpoint (in base-case and all scenarios of sensitivity analyses). The 'threshold price' informs decision makers about the maximal price of a drug at which using it is still cost effective (e.g. associated with a cost-effectiveness ratio below the threshold [4] or less costly, depending on the type of economic evaluation). Additionally, the 'threshold price' can be presented as a function of the threshold (Fig. 1) , price of a well-known drug used in the same indication across markets as a reference, or both (Fig. 2) . For example, a new biological agent for the treatment of inflammatory bowel diseases (e.g. vedolizumab, ustekinumab) can use infliximab as a reference in threshold pricing presentations. Such results can be used to obtain a 'threshold price' for another market, although it is still not adjusted for all differences (e.g. medical services valuation, treatment patterns). The approach can reduce the risk of misinterpretation and solve major problems in the forecasting of pharmaceutical prices for economic evaluations.
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